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FIGURE 1 
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5 1 -tccatctcgggggtgcaacaggaagtgacccggcaagccaaggctttcctgtccttcgag 

SISGVQQEVTRQAKAFLSFE 20 

aggatgccggagatccagctgagccgccggcgctccaaccgggagaaaccctggctgtgg 120 

R M P E IQ LSRRRSNREKPWLW 40 

ttcgccaccgccaagtctctgatcggtaagggtgtcatgttggcggtgacgcagggccgt 
FATAKSLIGKGVMLAVTQGR 

gtggtcaccaacgctctgaacatcgccaacgaggactgcatcaaggtcgccgccgtcctc 

VVTNALNIANEDC I K V A A V L 

aacaatgcgttctacctggaggacctgcacttcacggtggagggacgcgacacgcactac 

NNAFYLEDLHFTVEGRDTHY 100 

ttcatcaagaccagcctcccggagagcgacctgggagcgctgaggctgacaagcgggagg 360 

FlKTSLPESDLGAIiRLTSGR 120 

aagtcgctggagaacggaagtcaacgtgactgtgtcccagtccaccaccgtggtgaacgg 420 

KSLENGVNVTVSQS TTVVNG 140 

cagaaccggcgcttcgccgacgtggagctgcagtacggcgctctagcgctccacgtgcgc 480 

R TRRFADVELQY GALAIiHVR 160 

tatggcatgactctggacgaggagaaggcgcgtgtgctggagcaggccaggcagaaggcg 540 

YGMTLDEEKARVLEQARQKA 180 

ttgtcgagtgcctggtccagggagcaacaacgggtgagggagggggaggagggggtgagg 600 

LSSAWSREQQRVREGEEGVR 200 

ctgtggacggagggggag^aia^gjcagctgctgagcgggaggaaggttctgggctacgac 660 

lwtege^JrIqllsgrkvlgyd 220 

gggtactacgtcctctccara^agcagtaccccgagctagcagactccgctaacaacatc 720 

G Y Y V L S I E Q Y P.^ ELADSANNI 240 

cagttcctcaggcagagcgaaataagSpa§|^gitaa (SEQ . ID . NO . 2 ) 7 56 

Q FLR QSEI pFj&jZmtap (SEQ. ID. NO. 3) 251 

cagacagaatcctcggcactggcc 7 80 

gccaaagagactaccccctccaaatcctgccccccaacctccctcgcctccccccttttc 840 

tctaaaaagggggagggtccaggctagtgctgtgtttagcgccgactagctgaaacaaac 900 

agtaaaatgtagaatatcttaaactgaactatacctaatactaccactgtggggcctgaa 960 

aatcaaacaaaacggctccaactgacgcaaatgtttgtcccatgtgctatacagcgttga 1020 

atggactgtggact ctcttgaaaagagagaaaaaaaagtcaaaact ct cggtttgtgaaa * * * ! 
ggagaaaaaaacgttttttttttttttaaatagacttcctgaatttgctttcggaaaaaa 
tattttaaaaagaaagaagaaatgtgtttacatacgcataacactacaacacgtctggac 
taatagaagaaaagccttctggtttcttacacaggacaacgtctataatctgattctaca 

tcctgacgactgacctttgattgacctttgcgtactgaaaaaggtagtgttgttgttcgc 1320 

agtaggaccatgggtctccaatggtggtaactagacagttaaaaccacttgttgaaacca 1380 

cttgcttgttcttctgcttttctttccaaaagggacaaaacagctcccaccaagtgactt 14 4 ( 
ctttaccaatactagatcaaagtgggacgttttgggctcgtgccgaattc-3' (seq.id.no. l) 1490 



aa 1080 
1140 
1200 
1260 
1320 
1380 
1440 
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FIGURE 2 



O.mykiss Ten M3 
R.danio Ten M3 
M.mus cuius Ten M3 
H. sapiens Ten M3 

O.mykiss Ten M3 
R.danio Ten M3 
M.mus cuius Ten M3 
H. sapiens Ten M4 

O.mykiss Ten M3 
R.danio Ten M3 
M.mus cuius Ten M3 
H. sapiens Ten M3 

O.mykiss Ten M3 
R.danio Ten M3 
M. mus cuius Ten M3 
H. sapiens Ten M3 

O.mykiss Ten M3 
R.danio Ten M3 
M.musculus Ten M3 
H. sapiens M3 

O. mykiss Ten M3 
R. danio Ten M3 
M. musculus Ten M3 
H. sapiens Ten M3 



SISGVQQEVTRQAKAFLSFERMPEIQLSRRRSNREKPWLWFATAKSLIGK 
SIS GVQQEVMRQAKAFL S FERMPEIQL S RRRSjSREKPWLWFATjvjKS L IGK 

gl|GVQQ&V^ 

GVMLAVT QGRWTNALN IANE DCI KVAAVLNNAFYLEDLHFTVEGRDTH 
GVMLAI TSKGjSVAiTN ALN I ANE DC I KVjV^jVLNNAF YLE DLHFTV EGRDT H 
GVMLAVS QGRVQTNp?jLN IANE DC I KVAAVLNNAFYLE^LHFTX-EGKDTH 
GVMLAVjSj QGRVgTN^jLN I ANEDC I KVAAVLNNAFYLENjLH FTigEGKDTH 

YFIKTSLPESDLGALRLTSGRKSLENGVNVTVSQSTTWNGRTRRFADVE 
YFIKTSLPESDLGALRLTSGRKSLENGVNVTVSQSTTWNGRTRRFADVE 
YFIKT4SPESDLGb?jLRLTSGRKAtENC^jNVTVSQSTTWNGRTRRFADVE 

yfikt£|pesdlgt^ 

LQYGALALHVRYGMTLDEEKARVLEQARQKALSSAWSREQQRVREGEEGV 
LQYGALALHVRYGMTLDEEKARVLEQARQ®ALSSAWAREQQRVRblGEEGV 
MQ^GAL ALHVR YGMT L DEEKARijLEQARQfe|ALAi|AWAREQQRVRtejGE E GA] 

^qIegalalh^^ 

RLWTEGEKRQLLSGRKVLGYDGYYVLSIEQYPELADSANNIQFLRQSEIG 
RLWTEGEKRQLLS'SdKVLGYDGYYV^ 

RLWTEGEKRQLLsfeyKVdGYDGYYVLsiEQYPELADSANNIQFLRQSEIG 
RLWTEGEKRQLLS^qKy^GYDGYYVLS^EQYPELADSANNIQFLRQSEIG 

KR (SEQ.ID.N0.3) 
KR (SEQ.ID.NO.12) 
KR (SEQ.ID.NO.6) 
®R (SEQ.ID.NO.10) 
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FIGURE 3 



Mouse Teneurin 1 
Mouse Ten eurin M2 
Mouse Ten eurin M3 
Mouse Ten eurin M4 

Mouse Teneurin 1 
Mouse Teneurin 2 
Mouse Teneurin 3 
Mouse Teneurin 4 

Mouse Teneurin 1 
Mouse Teneurin 2 
Mouse Teneurin 3 
Mouse Teneurin 4 

Mouse Teneurin 1 
Mouse Teneurin 2 
Mouse Teneurin 3 
Mouse Teneurin 4 

Mouse Teneurin 1 
Mouse Teneurin 2 
Mouse Teneurin 3 
Mouse Teneurin 4 

Mouse Teneurin 1 
Mouse Teneurin 2 
Mouse Teneurin 3 
Mouse Teneurin 4 



MILGIQCELQKQLRNFI SLD QLPMT PQYNE GRCLE GGKQPRFAAVP SVFG 
LITGVQQTTERHNQAFIiAIiEGQVTTKKLHAS IREKAGHWFATTTPIIG 
PIFGVQQQVARQAKAFLSL GKMAEVQVSRRKAGAEQSWLWFATVKSLIG 
S ILGVQCEVQKQIiKAFVTIiERFDQIjYGS tits cqqape TKKFAS SGS I FG 

KGIKFAIKEGIVTADIIGVAl^DSRRLAAIIiN^^ 
KGIMFAIKEGRVTTGVSSIASEDSRKVASVIiNNAY^ 

KGVMIAVSQGKTO^ 

KGVKFALKD GRVT TD 1 1 SVAISEDGRRI AAILNNAHYLENIiHFT ID GVD TH 

YFIKLGSIiEEDLVLIGNTGGRRILENGVlWTVSQMTSVIiNGRTRRFADIQ 
YFVKI GAAD GDLVTLGT T I GRKVLE SGVNVTVSQPTLLVNGRTRRFTNIE 
YFIKTTTPESDLGTLRIiTSGRKALENGINVTVSQSTTVVNGRTRRFADVE 
YFVKPGPSEGDLAILGLSGGRRTLENGVNVTVSQINTML 

LQHGALCFNIRYGTT VEEEKNHVLEMARQRAVAQAWTQEQRRIiQEGE 
FQY S TLLL S IRY GLTPD TIiDEE KARVLDQAGQRAIiGTAWAKE QQKARD GR 
MQFGAIiALHVRYGMT LDEEKARILEQARQRAIARAWAREQQRVRDGE 
IQI*QYRAIjCIjNTRYGT TVDEEKVRVLEIiARQRAVRQ AWARE QQRIiRE GE 

EGTRVWTEGEKQQLLGTGRVQGYDGYFVIj SVEQYLELSD SANNIHFMRQS 
EGSRLWTEGEKQQLLSTGRVQGYEGYYVLPVEQYPELADSSSNIQFLRQN 
EGARLWTEGEKRQLLSAGKVQGYDGYYVLSVEQYPELADSANNIQFLRQS 
EGLRA&mDGEKQQVLNTGRVQGYDGFFVTSVEQYPELSDSANNIHFMRQS 

EIGRR (SEQ.ID.NO.4) 

EMGKR (SEQ.ID.NO.5) 

EIGKR (SEQ.ID.NO.6) 

EMGRR (SEQ.ID.NO.7) 
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Human Ten Ml 
Human Ten M2 
Human Ten M3 
Human Ten M4 

Human Ten Ml 
Human Ten M2 
Human Ten M3 
Human Ten M4 

Human Ten Ml 
Human Ten M2 
Human Ten M3 
Human Ten M4 

Human Ten Ml 
Human Ten M2 
Human Ten M3 
Human Ten M4 

Human Ten Ml 
Human Ten M2 
Human Ten M3 
Human Ten M4 

Human Ten Ml 
Human Ten M2 
Human Ten M3 
Human Ten M4 



FIGURE 4 

TILGIQCELQKQLRNFISL D QLPMTPRYNDGRCLEGGKQ PRFA 
LITGVQQTTERHNQAFMALE GQV I TKKLHAS IREKAGHW FA 
PIFGVQQQVARQAKAFLSLGKMAEVQV SRRRAGGA QS WLW FA 
SILGVQCEVQKQLKAFVTLER FD QL YGSTITSCLQAPKT KKFA 

AVP SVFGKGI KFAIKD G IVTAD 1 1 GVANED SRRLAAI LNNAHYLENLHFT 
TTTPI IGKGIMFAIKEGRVTTGVS SIASEDSRKVASVLNl^YYLDKMHYS 
TVKSLIGKGVMIAVSQGRVQTN^ 

S S G S VFGKGVKFAIiKDGRVT TD 1 1 SVANED GRRVAAI LNHAHYLENIiHFT 

IE GRD T HYF I KLG SLEEDLVL I GNTGGRRI LENGVNVTVSQMT S VIjNGRT 
IEGKDTHYFVKIGSADGDLVTLGTTIGRKVLE SGVNVTVSQPTLLVNGRT 
IEGKDTHYFIKTTTPESDLGTLRLTSGRKALENGINVTVSQSTTVVNGRT 
IDGVDTHYFVKPGPSE GDIiAIIiGLSGGRRTIiENGVNVTVSQ INTVL SGRT 

RRFADIQLQHGALCFNIRYGTT VEEEKNHVLE IARQRAVAQAWTKEQ 
RRFTNIEFQYSTLLLSIRYGIiTPDTLDEEKARVIiDQARQRALGTAWAKEQ 
RRFADVEMQFGAIiALHVRYGMT LDEEKARILEQARQRALARAWAREQ 
RRYTD IQLQYGALCLNTRYGTT UDEEKARVLELARQRAVRQAWAREQ 

RRLQE GEE GIRAWTE GEKQQLL S TGRVQGYD GYFVL S VE QYLELSD S ANN 
QKARDGRE GSRLWTEGE KQQLLSTGRVQGYEGYYVLFVEQYPEIiAD S S SN 
QRVRDGEEGARLWTEGEKRQLLSAGKVQGYDGYYVLSVEQYPEIiAD SANN 
QRLREGEEGLRAWTEGEKQQVIiS TGRVQGYDGFFVI SVEQYPELSD SANN 



I HFMRQSE IGRR 
IQFLRQNEMGKR 
IQFLRQSEIGRR 
IHFMRQSEMGRR 



(SEQ.ID.NO.8) 
(SEQ.ID.NO.9) 
(SEQ.ID.NO.10) 
(SEQ.ID.NO.il) 



\ 
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FIGURE 5 



Human TCAP-1 

cag cag ctt ttg age act ggg egg gta caa 
ggt tac gat ggg tat ttt gtt ttg tct gtt 
gag cag tat tta gaa ctt tct gac agt gec 
aat aat att cac ttt atg aga cag age gaa 
ata ggc agg agg taa 

Human TCAP-2 

cag cag ctt ctg age ace ggg cgc gtg caa 
ggg tac gag gga tat tac gtg ctt ccc gtg 
gag caa tac cca gag ctt gca gac agt age 
age aac ate cag ttt tta aga cag aat gag 
atg gga aag agg taa 

Human TCAP-3 

egg cag ctg ctg age gee ggc aag gtg cag 
ggc tac gac ggg tac tac gta etc teg gtg 
gag cag tac ccc gag ctg gee gac age gee 
aac aac ate cag ttc ctg egg cag age gag 
ate ggc agg agg taa 

Human TCAP-4 

cag cag gtg ctg age aca ggg egg gtg caa 
ggc tac gac ggc ttt ttc gtg ate tct gtc 
gag cag tac cca gaa ctg tea gac age gee 
aac aac ate cac ttc atg aga cag age gag 
atg ggc egg agg tga 

Mouse TCAP-1 

cag cag ctt ttg ggc ace ggg agg gtg cag 
ggg tat gat ggg tat ttt gtc ttg tct gtt 
gag cag tat tta gaa ctt tea gac agt gee 
aac aat att cac ttc atg aga cag agt gaa 
ata ggc agg agg taa 



(SEQ.ID.NO.76 
+stop codon) 



(SEQ.ID.NO.84 
+stop codon) 



(SEQ.ID.NO.92 
+stop codon) 



(SEQ.ID.NO.100 
+stop codon) 



(SEQ.ID.NO.44 
+stop codon) 
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FIGURE 5 (CONT'D) 

Mouse TCAP-2 

cag caa etc ctg age acg gga egg gta caa 
ggt tat gag ggc tat tac gta ctt ccg gtg 
gaa cag tac ccg gag ctg gca gac agt age 
age aac ate cag ttc tta aga cag aat gag 
atg gga aag agg taa 



(SEQ.ID.NO.52 
+stop codon) 



Mouse TCAP-3 



egg cag ctg ctg age get ggc aag gtg cag 
ggc tac gat ggg tac tac gta ctg teg gtg 

gag cag tac ccc gag ctg get gac agt gee ( SEQ . ID . NO . 6 0 

aac aac ate cag ttc ttg cga caa agt gag +stop codon) 

ate ggc aag agg taa 



Mouse TCAP-4 



cag cag gtg ctg aac acg ggg egg gtg caa 
ggc tac gac ggc ttc ttt gtg ace teg gtc 

gag cag tac cca gaa ctg tea gac age gee (SEQ . ID. NO. 68 

aac aat ate cac ttc atg aga cag age gag +stop codon) 

atg ggc cga agg tga 



Zebrafish TCAP-3 



agg cag ttg etc age tct ggg aag gtg ctg 
ggt tac gat ggt tac tat gta eta tea gtg 

gag caa tac cct gaa ctg gec gac agt gee (SEQ. ID. NO. 2 8 

aac aat gtc cag ttc ttg agg cag agt gag +stop codon) 

ata ggg aag agg taa 



Zebrafish TCAP-4 



cag cag etc eta age tct gga cgt gta cag 
ggc tac gaa ggc ttc tac ata gta tea gtc 

gac cag ttc cca gag ttg act gac aac ata (SEQ . ID .NO . 36 

aat aac gtc cat ttc tgg cga cag act gag +stop codon) 

atg gga cgc agg tga 

Rainbow Trout TCAP-3 

5 1 -agg cag ctg ctg age ggg agg aag gtt ctg 
ggc tac gac ggg tac tac gtc etc tec ata 

gag cag tac ccc gag eta gca gac tec get (SEQ. ID. NO. 20 

aac aac ate cag ttc etc agg cag age gaa +stop codon) 

ata ggg aag agg taa- 3 ' 
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FIGURE 6 A 
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FIGURE 6B 



Nu mber of bases ^_ 

0~ 100K 200K " 300K 400K 500K 600K 
Exon position and number 13 1fi 17 19 21 M « ; » M 

1 2 3 4 6 6 7 9 11 12 14 16 18 20 22 23 24 26 28 3031 

s I — i 1 — 1 1 i i — imn 1 1 i ii i ii 3 

Amino acid sequence of C-terminal exon — - • J 



i T iLGIQCELQKQLRNFISLDQLPMTPRYNDGRCLEGGKQPRFAAVPSVFG | 

S KGIKFAIKDGIVTAIIGVANEDSRRLAAILNNAHYLENLHFTIEGRDTHY 
FIKLGSLEEDLVLIGNTGGRRILENGVNVTVSQMTSVLNGRTRRFADIQL 
QHGALCFNI RYGTTVEEEKNHVLEIARQRAVAQAWTKEQRRLQEGEEG]?S 
AWTEGE p^OOLLSTGRVQGYDGYFVLSVEQYLELSDSAl^IHFMRQSEllGRI^ 
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FIGURE 7B 



Protein name 
Ten-ml/odd Odzl 
Teneurin-1 

Odz (odd Ozl/ten-m 1) / tenascin M 

Mouse DOC4-Hke protein 

DOC4/Terwn4 /odd Oz4 

Similar to odd Oz4/ten-m4/ 

KIAA1 302 protein 

Hypothetical protein/ 
DKFZp564O0423.1 (fraRment) 


Species 
Mmttscuhts 
GgaJlus 
H sapiens 
H sapiens 
Mmusaiha 
H sapiens 
H sapiens 


Truncated peptide 

OLLGTGRVQGYDGYFVLSVEQYLELSDSANNXttfi'MKuSbl 
QLL^TGRVQGYDGYFVLSVEQYLELSDSANNIHFMRQSEI 
QLL^TGRVQGYDGYFVLSVEQYLELSDSANNIHFMRQSEI 
QLLS:TGRVQGYDGYFVLSVEQYLELSDSANNIHFMRQSEI 

Q^LN-T GRVQG Y DG^FViTS VEQYj^ELS DS ANN I HFMRU 3 *1 

Q^LyTGRVQGYDGlFV^SVEQY^ELSDSANNIHFMRQSEa 

"o^TGRVQGYDGtlFVrisVEQY^ELSDSANNIHFMRQSEli 


% 

Identical 

97 
97 
97 
85 
85 
85 
80 


% 

97 
97 
97 
92 
95 
95 
90 


odd Oz/ten-m3/ ODZ3 

Hypothetical protein FLI10474; 
FU 10886; unnamed protein products: 
AK001336. AK027473, AK001748 
Putative (AK011924) 

N/A 

Ten-m3 


Mmuscuhts 

Lf cvrn if* if r 

Mmuscuhts 
R trout 
Drerio 


QLLS^VQGYDGY|VLSVEQYj^EllDSANNlgFiRQSEI 
"OLLS^GiVQGYDGY^VLSVEQYriEL^DSANNiaFiRQSEI 

QLL^G^QGYDGY^VLSVEQYgELSDSANNlgFiRQSEI 
QLLjJS^R^v^GYDGY^I»S^QY^I§DS ANNIgFjgRQSE I 
QLLSiG^VfiGYDGYivLSVEQYgELiDSANN^ElRQSEI 


80 

80 
80 
75 
70 


90 

90 
90 
90 
90 


Neurestin alpha 
Teneurin-2 

Ten-m2/ ODZ2/ odd Oz2 

Odd Oz/ten-m2/ KIAA1 127 protein / 

hypothetical protein 

Hypothetical protein 

Odd Oz/ten-m2 


R norveglcus 
G gallus 
M muscuhis 
H sapiens 

H sapiens 


QLLfeiTGRVQGYgGYiVL^VEQYgEIlDSiriNiyHlRQlEH 
QLL'^TGRVQGYlGYgVL^VEQYgEL^S^NldFiRQlE^ 

QLLKTGRVQGYgGYgv^yEQY^EIlDS^lgglRQHEM 
■ QLL^TGRVQGYgGYBvLEVEQY^EIlDSi§NIgElRQaE^ 
QLL^GRVQGYgGY^VLftVEQYpEIlDS^NlgElRQlE^ 
■ QLLS'TGRVQGY|GYiVL:§VEQ^EIlDi^iaHlRQa E a 


70 
70 
70 
70 
70 


90 1 

90 

90 

90 

90 


Ten-m4 

odd Oz/tenasrin-like protein/Ten-m 
gene product 


Drerio 
D 

melanogaster 


■ QIiLj^GRVQGYj^G^^^^V^C^PiEI^D^^N^^R^fci^ 

"j g^Gfflp^asBiPi^^^^^ 


57 
30 


89 
60 



WO 03/093305 



PCT/CA03/00622 



11/30 



«^ LO [ 

o o o o 



O O O O 

53 525 53 S3 

• • • • 

Q Q Q Q 

M M M M 

w w w w 

CO CO CO CO 



o co in ^ 
r* oo <r» 



O O 

• • 

P Q 

H H 



O O 

a 53 

• • 

Q Q 

M M 



w w w w 

CO CO CO CO 




p£ <; ^ 

CO O E-h < 

PS W < 

o co rf{ la 




M. S M 2 

to izto-m.; 

nn 

[SMI.; 
co rfj rf! co 



;^to;«co ; ;.so; 



oo 

111 

a: 

e> 



CM CO 



T3 

'■(3 

ST 



o 

e 
2 



a 



4-> -P 

M M M 

O O O 

o a o 

o o 

M M 

3 3 



O 
M 
2 



c a c 

c3 n3 fd 



6 
3 



,cj XJ 



! 

3 

P- 

u 



tH eg oo 

CM p_i D-i CM 

< < < < 

o o a a 

Eh H H H 

g a c c 

(U (d fO 03 



6 
2 



WO 03/093305 



12/30 



PCT/CA03/00622 



CO 

O 

Q 
M 

cy 
w 

CO 



^ in vd r- 
o o o o 



o co in 
r- co o 




oi 2 E-ttij;i 




C C C G C 
§ I I I § 



a o w a 



cd 

e 




co co J co 
q a "co Q 

Q 

3 CO 

Jteff 

P4 f£| dl 
>H >-| O) >H 

S a a 

co cuslaw 

>-| >H >H fa 
>4 >H Q >-< 

- o ol 

QJ 




H CN CO ^ 



^ rtJ < < 
o a o a u 



HI 

a: 
o 



^ x; ^ 



WO 03/093305 



PCT/CA03/00622 



13/30 



FIGURE 10 

Granfriam Polarity Prediction 
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Figure 12 

Whole Mouse Brain 

NLT immortalized neurons 

Gnl 1 immortalized neurons 
Neuro2a neuroblastoma cells 
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FIGURE 13 
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FIGURE 14 



Effect of 10-^/1 RT TCAP3 on TGR1 
cells at 48-hrs 
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FIGURE 15 
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FIGURE 16 
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FIGURE 17 
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FIGURE 18 
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FIGURE 19 
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FIGURE 20 

In Situ Hybridization 
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FIGURE 22 

Average Startle Before Chronic TCAP treatment 
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FIGURE 23 
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FIGURE 25 
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FIGURE 26 
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